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fUtm^liFa s / F a s LK^fiR|6 <fctf£?f ^^.^^PtWlC 
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mztizb witter. 

m m m -\ 

o p umm$iW<D\m ■. 
Tic^^ckp^. tho p Nommmw (v 1 5 3 ^e> s 1 6 9) t^js-f 3 

2 K 1 K : VDTYDGRGDSVVYGLRS (Ifi5ljgl| 2 ) 

Z(0 2 K 1 Kli, avi83^a9i8W >x?' 'J > W± 7$ - £Mf 

-5RGD<hSVVYG LM^l^^t^o 

3-Ag8-65 3 «#Ulfl/>^U3-,lH|i^lfiB6C#l/, (J. 
Immunol. 146:3721-3728) |C$"<£^;£ |C«k U /W 7 "J K-T£Hlft Lfc„ jgffl 
«\ m^^b^tl^G S T/O P N a<tCHOfBJfefr£>#^/cO P N - a CliJSJtS 

ty^P-^jaj*2K1$I4t«5/W^UF-7«Huma 
n Osteopontin hybridoma 2K1 £ ^ftftT 2 0 0 1 ^ 

305-8566 B*ffl^*j!SO< firfj^l Tg 1 S*l 6 ) [C F E R M BP 

- 7 8 8 3 £UT*KLfc. 



u m M 1 
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o p Nfccttf^cT) hn>\d>mitm ( h □ > t >t7jifr§y o p n) topn 

fil*[)I^^>^Py h^JB^THSL^ 2 K 1 Ja-ffc ttOPN-a> OPN 
- b. O P N — c tetktfiO PN-aO h P > tf >ffi4k%HT°$>& N A- 7 O PNi 

3x;u{b7*-A©*a«iAo p Nt^t^ii^u-c/K. c h o8M&a>£»£g 

ZMttfV =1 '>Mk7*-A©llg|X.O P N (J. Cell. Biochem. 77: 487-498, 
2002) £fcJ£JSU/c„ 

n m m 2 

fcfc\ 7 *<2^Ti7 t h o p n tjJtts 2 k i }5tft£^ 

£>££fflO-5di:#*-C£&l>„ fCT't hO PNOS VVYG L R Ifi^JICffl^f 

<§>V97xOPNtf)SLAYGLR@E^£, RG D Ifi^J <h £ T 7 X* 

XTJrrfy^XDftBmW (C + V 1 38J>6R1 5 3) <5£ fig/* 7°f- 

K 5ffiIU H»J1 £Pll£fcUTM 5 U 

M 5 H : CVDVPNGRGDSLAYGLR (ffil$l]#^- 3 ) 

Bfe$f?lJ£c? "Sfc B A L B / c "7^7 (6 3^ Ml) |C, M 5 jftft $ C o n A & 
5 3BSHflMc4 0 0 At g/ETf«HDRrtg4Ufc. =i> hP-;H¥(C[S7^^ I g 
G*H§SS#Ufc. C o n A£ 3 0 0 n e /mVBMMx^-LfCo M 

C o n Afi^i2 4lSia©*ft-€ t ;h0ffF]|B£j$BiU HE^ 
ft^fiofc. f©eS*S2|:^l/fc. HE^CfilliNIH Imaged 
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SSTS^*: (13), A L TfitfiM 5 jftft^jgi* L7ci§1=rlCti 15 0 0 

mmT'&V, 5 o 0 0ggT<6^fc3>hP-My t> f£U filet /J: ofc (Hi) 
. C©IS*» M 5^ft(iffFlfet«fc^ffF«ll&©li5E*ttl»J-rsc < i:*fi|9JWL7t. 

±iE©a u, 9 o p n icstt^ m 5 fcwmmmomwttmm isfectfr 

£>, t ho P Nlc^-TS 2 K 1 JfcttlCO^Tfc* t hOUT^lCcfc-SMflaw^JE 
H tt #J 3 

JFF&T^XtxJHis i!4l7[>XlcConA$1 5 m g / k g TJUMlcJS 
mOPN ELISA kit ( (#0 ftg4*i^3fij[)$ffl^fcE LISAS 
P^hMfflUTWbfc, EL I SAa©gS*@4|:^l / fc„ gfc, 

E L I S AjS<Dg^«fcy, ?57CCon A £ £ 5 "T £ C £ T JF « + <E> O P N 

g m m 4 

ffftlC6l«OPNO«|60itf : 
m±m^0XtOPNKm^0X (OPN-/-) (Rittling SR., et al., 
Exp Nephrol, 1 999, 7: 1 03-1 1 3) Cftlf tlC o n A $ 2 0 0 <t g/EtjS^ 

U7cft, mmm 2 tmm\ztfn.m*(D alt mmfezfiotc, conA£4 
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m m m 5 

^iirticfcit^o p n t^o^w<om.±mm<omm 

( 1 ) wMf^mmmm 

300/ig ©Co n A^MMrttS^L^mU/cW^tx^V^XO^Ili^ ( 
6B#lffl) HxUfcUfc^ t^vt^XU ^-yya^ILfco XOT'Ctl^, P 
IFF *HJ&£lxy AA"U> (1 OOU/ml) £#&3 

3%GQPercol I [CjdPx.. 2 , 0 0 0 MUX 1 5 tfP^MS LTlffllfe^ U y h 
^HMUTto men^^^^U^ h£#ifillS?§illlffl$lln& (i^T, rHLB;|j 
ilO) ( (ft) ^aEiMBERffiD T^St-'SCchlcJ; U , i± 

fCo MIC. Ctie>$ P B ST? 3 |a|}£&L/£f£, D-MEM/1 0 % F C S ICJM*. 

(2) Ktmi&ihm&m^fcmi&fto pN£>#tb 

EL I S A;£lcJ;§;I^^^tl-€tl^T(D^JliT:iT^rc 0 

*-f, ±15 (1 ) -CPHiUTt^jliiejftll*!*, t^VvV (mo n e n s i n 
) #4TT9 Otfi£«U ffiNKI.lStttiffiTCRjBjftft: (t^CPha r 
Mi n g e n|) -CM3t®#^-£ J££ UAco &|C, 4 %©/\°7^A7^ft 
O^lSl, 1f*rw<y77- (1XFCS, 0. 
1%NaN 3 ^PBSM) TPIII^ofc 0 1!IC, If * :P > <( t U £ 
OPNPIWftf* ( (ft) fe^ttl^filil) Xhl/7h7fy>-AP 
C (5>*£l/>«) ^i;TOilTtffll> FACS + tUA- (FACSc 
a I iber:BD|) iZTMffi Lfc 0 

.lHBStptt±;*^ 6 CD E L I SAIimOPN E I A kit ( (ft) 



WO 2004/103403 



- 18 - 



PCT/JP2004/007321 



am&rtiM >sfefeic«fcu , n k 1 . i + t c r + t&&n ktmhekd 

E L I S AMJEfCfcU , N K 1 . 1 + T C R + T*&-5 N K TiSSlSlCfcHTO P 
Nmmt&ltiZnfctfs NKI.I -T C R+T&STfllll&liHfclfc^TO P N3B 

(3) JF2fc5&£lcHfc<5 0 P NIMW^M I P- 2<E>fl¥#f 
% a 94>T#V>1S£ZtM I P-2tfi%m$tlTl\&fri£z>fr&. NKT|ffl)| 

fc e fc^Tifflm^e.^n^ntttHL,feR NA^fflofcRT- pc Rvmmbtc B -t 

£>*S^£I11 OlZjjsl/fc. G3PDHIi3>hP-^tl/TffifflLfc. iUTlCR 
T- PCRlC?iJfflUfc7^T-<fc*©E9J£ji*U;t (Efll#*4~l 1) . 
G 3 P D H : 

5 ' - A C C A C A G T C C A T G C C A T C A C - 3 ' (-tz>X) 
5'-TCCACCACCCCTGTTGCTGTA-3' ( 7 > 5="fc > * ) 

a 4 >T-^U > : 

5 ' -T G G A A G C T A C T T A G G C T A C T - 3 ' 

5'— TCCCACGACTTCGGTAGTAT — 3' (7>^-fe>X) 

a 9 -f >x^'J > : 

5'— AAAGGCTGCAGCTGTCCCACATGGACGAAG— 3' 
5'— TTTAGAGAGATATTCTTCACAGCCCCCAAA— 3' 

(7>5P-fe>X) 
Ml P — 2 : 

5'— GAACAAAGGCAAGGCTAACTGA— 3' 

5'— AACATAACAACATCTGGGCAAT— 3' (7>?iz>7>) 
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H Si flJ 6 

O P NOhP>lf>}gfl:*t»f *«BMjitt* : 
( i ) MMt^ 

^■tl^n^ftO P N ( r O P N : mj)MmO PN) ^1 0/ig/mk h □ > bf 
> (Thr) SlU/ml, OPNOhPVf > : Mit^ (Th r - O P N ) $ 
1 0/tg/ml £»U 3 7°CT2lWSIiL£&v «j$££s*)3l£^* * 
yXff (/K7"9"-fX5£im(£>2 47\;T r an swe I I t i s s ue 

culture plate (Costard) ) £ffll^Tfro7fc 0 Sfcv i?£ 

*H Myitis 31, Jffifct^v£xfr£i#bft/t,Mi^ oPN©ha> 
z>mitwizttt%i&7£%i3ktfmtbz>ntc&. ^iopn (^whi^opn) ic 

(2) $EM^P1WKI^ 
ffF^t-r^U^^^^SWetlfcHllia©, OP.N©hP>tf>Itt (Thr- 
OPN) 1 0 n g/m I iCft-f <5»M$J3I£, HJfc^J 2 Ti# 6 ftfc M 5 ftft 

, Mlftft (O-W) ( (HO ft&£4feffi£ffi«) > Dt-f^'J >j8 1 (H 
Mj8 1 ) ffift, JftjS 3 (HM0 3) ft a v (RMV-7) j5iftfc«fc^Sia 

4 (R 1 - 2) ft ft (Hn% PharMi n g e n St) (01 0 0 ng/m \ T'Pl 
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PlWltftOMH, %$$k=Eif)V? 77J&> ftfcmifcVO P NO hP>tf>M 
ft* (Th r-OPN) \zMt%MffoT&iE&M5tfLfolz£VmmZtirCo 

H fli 7 

nmm 2vn^>nrcM s&utzm^xc d 4 + T*iHji&;£i*MtMKi&£fT-3jfc 

o flT;S;l^tt^CD4 + T$fflfla(DUl$, PE|iCD4 (L3T4:PharM 
i ngen®) jftft £ F I T C C D 6 9 Mtt (PharMi ngeng) £ 
ffllV FACS + f 'J A- (FACScal iber:BD|) iZTMffiL fc ( 
JUT, TFACSftltJfJ <hl\?) . tt^LTzO hn-;Hfttt OE&O 

gG) *JfllxTH*K:tttt*fT-3fc. ftlbClSI^ll 3lC^Ufc. $ 

(7) >Stt ft; C D 4 + T « (0 |IJ £ <D M'> cfc <D M'>#'fS tb 5 ft it . 

H tt 0J 8 

con AigLt*®<DKtmto&mmm<Dmm ■ 

(1) CD4 + Tlfe l T^P7 7-^StOSffi 

if4l7>)7iO P N^S^TxIC^-ft-eftC o n A^jS4'l>T*»6 6 BRSt 
OffFKrtSSiHII&*©ff + «, CD4 + Tm 7^P77-5>a*, FACS 
J$#rlCT»{ilUifc. G r 1 + C D 1 1 b + , CD4\ F4/80 + ^ft-? 
tl» + »» CD4 + T|li t 7^P77-^ilfc. G r 1 + CD 1 1 b + fc 
<J;tfCD4 + , F 4/8 0 + <Dffefe(iJUT<Pcfc5 (CUTfi^fco ConAg^l 
, 6^HOffFJS8^6jiiieJftl^*lgSU, li^WtC D 4 (L3T4) jjtft, 
Grl (RB6-8C5) (*|CPha rM i ngeng) , If^WfcF 

4/80 Sift (Caltag laboratories^) 7 h 

U7h7lfy>-F I TC (DAK OS) T&itiUifco F A C S j»«fOtt*^ 6 
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(2) MPO (SipW*^-tf) tttt£«fc31ff*ffi«Cfe(**# + S 

MPOSft (DAK Oi) £ 4 TC-lftEJ&S ttfc„ JfclC, ZWftilTENV 
I S I ON (DAKOiO *&SSfe*ff-3fc. 

% ft til 9 

(1) jf«t>«©M P OSttlCl^rOO P N*»4A*»f 

HXL£#*£S£?I*<Z)G S Tib^O PN1S12 0 ^ g/m I T?JW»Ufc. 

MVO^O PN (LI 7-N294) h □ > t'VCd: o T R 1 54iS1 
5 5 -CtnWr^tl, N*SII«DNA-70PN (LI 7-R1 54) .i:C*Sfl|© 
CA-70PN (S155-N294) Ctl&£G S TSj^-^>/\° 

^K<t^««fc5ICjfc(C^ i r*ai=Tf^HU*:. fcfe, NA-70 P NiC/\-7 
OPNIi. 7!)7McDNAlJ>6ft0^7'f7- (IS^J^ 1 2~1 5) 
UTP C R ICcfcU ^P-^>^Ufc. 

P N : 

5' — TAGGGATCCCTCCCGGTGAAAGTGACTGAT— 3' 
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5' — GTCTCGAGTTAGTTGACCTCAGAAGATGA— 3' 

NA-70 P N : 

P N 7 * 9- KT^-f "7- 
(t>7s) 

5' — AACCTCGAGTTACCTCAGTCCATAAGCCAA— 3' 
CA-70PN 

5' — CAGGGATCCTCAAAGTCTAGGAGTTTCCAG — 3' 
(-fe>70 

(7>3H:>*) 

±K<0 7*7'f T-£ffllM:f#6>*l3 P C RgJfeli; BamH I tXho It'll 
RB#*;*SfL&* pGEX6P-1^^- (Amersha ml) leSAU A 
Bl 310 Genetic Analyzer automatic sequ 
encer (Appl ied Biosystemsgl) ^TK5H £5fifS 1/ 
fc. Jfclc, C0IB5iJ$^lia J M 1 0 9 lcSAUT*IBS£raEte8l&, GST 

2 0/ig/m I CD±I£G STi^O P NlfiTO^^^ 3 6 B# ffl M : M U JS 

5 0 At I (0±g»±jf £ 1 00/i I 03,3',5,5'-t e t ramethyl b 
enzidine I iquid substrate system (Sigm 
aiDt^Sfflly. 3 7 B CT3 0^inSU, 4 5 0 n m<0i»3teg£i!l^£ c: <h 

NA-70 P N#*M P 0;Stt^±#$ti:-g. C £#5g^S*ljfc. 
(2) ff*«©ffF«rt^©»»©FACS»«f 
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M5|aMWlT'(DCo n AfS^ 6 B$H&©ffFI«rt£iHff + #£3!lJ£ Ufc 
. C o n A&l»lFMfr&&JllL&£8aiU G r 1 + C D 1 1 b + fflM&£ F A C S 
ISMffUfc. Sfc, tt«£ LT=l> KP-JHfctt (E^^U-fl gG) £ffll\TE 

(3) J3T!1*M I P - 2ffl03llj£ 

B££!tS*|CC o n A^g^lfc^ 6, 12, 2 4 #®'&(D Jff IC felt 

§m i p-2fit^M i p — 2 e i a kit um)&>&£Wim9iffim)&m^T 
mmistco &tcs tmt ur=]> ba-jumw (iEttf-y-^i gG) ^uth 

JFFE+M I P- 2fiK038£0*g^ MStaftS^lCtU M I P - 2 (7>^3S*J« 
'>UTl^Ci #5|fg $ ft Ac 

(4) JfFfllfilCfclt^O P Nggfta 4, a 9-T>x^'J XDmmCDMVi 

fflUfc'JTM^APC RT;i^bfe„ iPJl^L^ffiliG 3 P D H IZXffiiEt Z> Z 
tlZ&VMMitistt. &mt\sT^> hP-JH5ttt (lEEOtf-* I gG) 

flTKrtlCfclt^O P N§§#« 4, a9^>7^U>«)fSSW^. a 4 
, a 9^ >7^U>mRNAIt M 5 JftfttS^ t «fc »J Ji'> ITOS C <h#5ti&£ 

H fPI io 

( 1 ) I F N - r gaMOfilffi 

Co n Aft4?!>7*5#iU«:N K T«<h T,«tf)i§li±;ff*tf> I FN- 
T^IFN-r E I A kit (Pharmi ngenD^fflUtlSlfc, 
^tf) fc!iJil£II] 2 1 [CTjtLfco 
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JFK* i f H-rmmmom^o)^. i FN- r it ±icnkt»m&;&>£ 

(2) JffJS* I FN-ri©I^ 

M 5 tf.®.&®5bfcC o n Afff&^VXt. 3 > hP-Jl/#ift£*S:4U£:C o n 
AflT^v^xicfclt^flTii^^ I FN-r^HS^ l FN-r El A kit ( 
P h a r m i n g e n W ZFR^TfeS. l>fc a ^ft b0*£H£II] 2 2 [C^Ufcc 
fF«* I F N — 7 M <7) ill a£ <7) $p IfL M 5 jjtftCOtS-^- Ulcfc U * =l> hP->»KDj5t 

tx±<D z. t & b n k t iifla &m±t & o p n - k ^ >t? n k t $hi& ic 

lOTN KT«£;mfc£ttTt^C<h/&^*bn£:o O P N ^JJittldTPlS 
t%Z.£T\ F N-rS^^ffiTUfedi^b, O P N^N K T $HJfe;£l!Mt [Cg 
g&$#J £ U T O 3 C <h J&^Rg £ ttfc. 

n m 11 

O P N IMffittaift^lSJIHOfcS* : 

O P Nmmtfi&<D&$mm%mi? ; S>fclfr\Z, M 5fcH*<7)4 00/ig£Con 
AZ&*tZ>3m®mtC o n AO&^chlHI&IC&V^TJC&^Ls A L Tfil£ 
DJtUfco ^(0^m^lEl2 3 iCTFUfc 

A L Tfg(Dii^(0^m^ Con A£>tS4 3 B^ilulCM 5 fctft£&4 DcJf^lC 

imizmfttciftikmmw^tjmsbbtitzo c 0 n A(o®5-tmm\zM 5m 

t£ # U £ if £T & o T £ , fff $kW m Sfc m #> b tlfc c 
±lH^jiy, Con A£f£4UT^£-f 3 v^XOJff^lCfcUTN KT|M« 
C<hlCcfcy> I FN-rfe<t^MI P- 2 05lMf3ft, ^<D*S3I> NKT 
I L-4<£g£fc|fi»ir3c<h;&*T'£3£#x.bti3. Hlc, 15 
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Ht>(D%mtizMmtZ> Fas/Fas L *8«4MHJ|&|fi£ 

m*bmmvg&c.t& m mutt. 
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m * <d m m 

i- -g> ft ^ ii £ an as m \± it m m m . 

2. *7r^>5 L >*fclif©77^^> h^y? F&ttlzMt R 
G DjEJnj*3S8-r*-f >x^U y^^f ^/lOfVSfcttf 077^ > h £ 
tf>ISt=r£HWU ioswYGL RIS5»J£fgf$-f £-f>7 L ^'J >WZt^^ 

>ON*«77^> K^^tlMii JSKKOfe&fitlSlimSttftllWSI. 

4. >Sfcliffl)77^> h^y^ 1 &0 (A) Ttf 

^ns^?^ k^^^^t 0 ^ KT*sai*«^ i mim<D&mB%mmmmtm 

(A) RGDSVVYGLR 

5. ^77^>f>*fcl^(077^^> h^^^ KfflJ^A*. &® (B) T'TF 

mm. 

(B) V D T Y D G R G D S V V Y G L R S 

7. N KT«(D I F N-rfife*ll# , # - * , t>Or**ll*3SS!6]aE«©ft!S 
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8. NKTfflfiCMI P- 2m£ZmW1r a-&©Tfc£!t;RJlfg6Jl!E«(0fcgE 
SSMSt^bll^Jo 

9. NKTW©i l - 4m£zmm?%*(DT~fo&mmMmGmE.m<D-&mm 
1 2. T«nft«f, cD4 + T«-efe5^ini 1 mimo%>&m%mm%^ 

13. Fas/Fas L tftfrMffeWmZmmt Z> *><DT*& SUSHIS 1 JJIfclM, 
H ft # cd H IE K <D %> & *I a m m ;£ 14 4 b PI W #J . 

1 5. mxmm 1 sftuuii 4H0i5in^(7)JifE»©fei(stiaiffl^;gi4'fbPiw 
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i 9. v j )\sxmii&%rctemmm&T°&zm*mm i smmmo) 

2 1 . mm<DmK£m\t&1bov&zm#.mm^ 8ii&^L!g2 outran 
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SEQUENCE LISTING 

<110> Immuno-Bio logical Laboratories Co. , Ltd. 
G-in Techno Science Co., Ltd. 

<120> Immunocompetent cell activation inhibitor and use thereof 

<130> PF-040006-W0 

<150> JP 2003-146188 
<151> 2003-05-23 

<160> 15 

<170> Patentln version 3. 1 

<210> 1 

<211> 10 

<212> PRT 

<213> Artificial 

<220> 

<223> Description of Artificial Sequence: fragment peptide 
<400> 1 

Arg Gly Asp Ser Val Val Tyr Gly Leu Arg 
1 5 10 



<210> 2 

<211> 17 

<212> PRT 

<213> Artificial 

<220> 

<223> Description of Artificial Sequence:2k1 peptide 

<400> 2 



Val Asp Thr Tyr Asp Gly Arg Gly Asp Ser Val Val Tyr Gly Leu Arg 
15 10 15 
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Ser 



<210> 3 

<211> 17 

<212> PRT 

<213> Artificial 

<220> 

<223> Description of Artificial Sequence:M5 peptide 
<400> 3 

Cys Val Asp Val Pro Asn Gly Arg Gly Asp Ser Leu Ala Tyr Gly Leu 
15 10 15 



Arg 



<210> 4 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<223> primer 

<400> 4 

accacagtcc atgccatcac 



<210> 5 

<211> 21 

<212> DNA 

<213> Artificial 

<220> 

<223> primer 
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<400> 5 

tccaccaccc ctgttgctgt a 



<210> 6 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<223> primer 

<400> 6 

tggaagctac ttaggctact 



<210> 7 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<223> primer 

<400> 7 

tcccacgact tcggtagtat 



<210> 8 

<211> 30 

<212> DNA 

<213> Artificial 

<220> 

<223> primer 

<400> 8 

aaaggctgca gctgtcccac atggacgaag 
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20 



<210> 9 
<211> 30 
<21 2> DNA 
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<213> Artificial 
<220> 

<223> primer 
<400> 9 

tttagagaga tattcttcac agcccccaaa 



<210> 10 

<211> 22 

<212> DNA 

<213> Artificial 

<220> 

<223> primer 

<400> 10 

gaacaaaggc aaggctaact ga 

<210> 11 

<211> 22 

<212> DNA 

<213> Artificial 

<220> 

<223> primer 

<400> 11 

aacataacaa catctgggca at 
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<210> 12 

<211> 30 

<212> DNA 

<213> Artificial 

<220> 

<223> primer 



<400> 12 

tagggatccc tcccggtgaa agtgactgat 



30 
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<210> 13 

<211> 29 

<212> DNA 

<213> Artificial 

<220> 

<223> primer 

<400> 13 

gtctcgagtt agttgacctc agaagatga 



<210> 14 

<211> 30 

<212> DNA 

<213> Artificial 

<220> 

<223> primer 

<400> 14 

aacctcgagt tacctcagtc cataagccaa 



<210> 15 

<211> 30 

<212> DNA 

<213> Artificial 

<220> 

<223> primer 



<400> 15 

cagggatcct caaagtctag gagtttccag 
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